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00 (57) Abstract: A screening tool for obtaining a remedy for renal failure, a convenient screening method, a medicinal composition 
for treating renal failure and a process for producing the same. The screening tool as described above comprises a G protein-cou- 
pled receptor FGK which is a polypeptide capable of activating CTGF promoter, a functionally equivalent modification thereof, a 

£5 polypeptide homologous with it or cells expressing the above polypeptide. In the above screening method, the inhibition of the 

^> above-described polypeptide is employed as an indication. 
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?$mx&v. *comft(D&ww&<m&ftx^ZoWBm<Dmmtm&&mikw 

mm&tf3Hil ^^t^-Softtli Brenner £> ic J: o TtlPi Sfttc^fiJilii® 
(hyperfiltration)I&lc^cK (I^WXltt 1 ) • JSlTlciB«ailft 

*«6*:7P><D*J*#rtE(*EI=±S"r£. S*0l***i*:3b^««lcJiE^:L. « 
Lfc * 7 n »»fieilctt«Bawatt**fc-r. Z ©MBit J: 

mwmmiz t$ a &«BB&tt£9G>££ c x wautib (rena i 1 1 bros \s)tm- 
Xi2) D «feoTii^<Diii*Jt[=»-r*J&«a>«iittf**3*-e*<i:i^ *9 

TQF-iStt7T-r^p*^^>^ i aa7-y>*ifa>«iifin*9«i*9eiia>a 
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%>z.t mm^m*) m^^mtmm^mmm^tmx^Hxi^^omz tgf- 
e) , ^=]'j> (imi^i7) ,tgf-j8 is*y*-*mm (MWis) 

ic tgf-j8 ^<fi-)mmitwnmimu^mmtir^w^±^miz'Dti:t^zt^ 

nwrn^n^mwuv-^c r-a^v^fcy. tgf-/? j vot^ hv^xiigBM 
mrnvKtz-tz ($mwtxffi9) zttazfrz. a&mtmnnntzisbizit tgf-£ £ 

tgf-j8 iccfc y *a3WBS»*#t*«LL^-r h*-r :/<z>ft&t§iftjft5H?- 

(CTGF)#»JI£*l (IMSifcfclttl D . CTQFI6«(cJ:y|Bl!S^3tll0j£±A<Rai 
^HSwi (!M#fF:*:itK 1 2) „ CTGFT^iz^^-'Jrf^^UTl-^K^ji 

cTGF4n:{*ic«fey i®-pmm<D* ! 7-'f>§8SLtfimMZ*L&zk cimwxiki 
3) % t \~wmmitmmmmmz$>^TCTGF<D§£mtf±mLxi^c.k <im# 

ffF*1tt14) s ^ hm^^USBircfc^TCTGF^i^UGF-iSt^lci^-r 
§Ci (IMSgfcfciSfcl 5) „ W.lzffi-mmmm.m* (hepatocyte growth factor) 
^CTGF^»J^LTVOX^^f J ;bWBi<D^^b^»Jt-^C«t 
I«t16) fc£#«**:h/C^«.c:;ri,£>£iBfc-rS£* fiitfc^t TGF- 
0#CTGF©#i§g!£S§2SU Ml- CTGF ^ TGF-yS £#lc|ffll!&*&M(Dj£££:fc£3 

CTGF MMMHbl=fcl*T TGF-i8<DT^[ci4g-r^-9->r Krt-f >T:fc3C<!:M0J3 
6*M=fcy* Sffc^aEWWt&Sztj&^^FtLfc (IMWfcfclttl 8) „ 
TGF-^-^CTGF lc£oT#£=£^§tS£*i3 Il37-f>l*t hiE^Wei*^ 
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FGK (Fibrogenic GPCR in kidney) 1*2001 ^Icfg^^ttfc GPR91 tm-(»* 
-7T>GPCR-efe^) (^^2 1) o t h GPR91 TO* GPR91 IZZtl^tl 

75/K33ob, m ®& £v&i>) . fli*3iM^^7®mi#o 

7@Jlfl:®MU-tz^ — t^^.&tlT^'So t K T^XGPR91 ISSlM::^ 68%<D 

*iph$£Wlt^&o t h GPR91 \twmiz<Dft-mmtfm#>z>ti. -7^xgpr9i it 

SJ&^dfcl^T. UTP^fc h GPR91 <D U K<h LT$§#£-f<£> d <h^fg^^tlT 
1*5 WiD A^s GPR91 |c^^^G^>/^m^II^tl(CTH^r*fe§ 0 

#1^^2-9 (cf*FGK tmm / &&m?&mmm7Fts*iTi^fiK t^j 

S^^fe-SCt (1#WXitt9) s P2U2^ 'J O&IWtlljR 8) 

WB&Nm 97/20045 
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BR8M*8fl* 00/22131 W7U7h 

BK&ffitt 01/90304 h 
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mf&'&mm 02/00719 k 
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1 2) 
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r+K-- • a ^-;KKidney international) J . (*g) \ 2002 
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*»M#&I*«*W**«tefc«S», GPCR -eft* FGK ttWBi^m 

-Ib-r^Cli^mmLfco ^KBfclJ&^tfcKLT:* FGK E»**i«f= CT6F 

'J <5*£fc, -ttZt>% FGK ISSftJ^jItR-r&CtlcJ; 

fgk ^tiaiima^t-trostto^b^itaicL-riff^^tfciiix^ u--><? 

CTGF ^tfcJ&tiJLfco C(D^<!:^e> FGK -f>/*-XT=T 
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ctgf oftmvfozmmmm^mi&K&n&±omwiz&^<m*mtff&&£ft% 0 

-15. FGK fit CTGF 7n*-$-%f£mt1rZ>tl*5*mW%t>fi*M.m Ltc*Qjl£ 

TcicL-c^mLfc fgk ctgf mm^mu-t ^>mm^<7 

^m^lc<fe^ CTGF H^tipfiJlil?Biif#mfi<jr*&y. ^<7>1t!i<Da«^<&^ffl]ft] 

xf/3utm\£*itcTsswtmm&-£fts ctgf ^u^-^-^mt-t^ 

[3] c j£iM<D7 5.sMmmfi*s m&m^i 6vmz*iz>7 5ism.mmt*foy. 
l ^ t > * x * i j / <— • tf c stttesfitt g g a s<z> *x * >j / if c ^ttisat^tt 

^dM^feaGMaK^^^flSiL-Cl^ [2] IZlB«<D$BaflS<i: s liSiMb 

at %s umt^mtu >/^-x7i-x h-^fc^jb^^^ 

Lfr£. *X7t-x'J/*— If C S'ft^jittGgSSro^XTlxiJ/'?— tf C SttiSaijStt 
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frEaiii&rtttect* [1] K»w>#y^*K©si4<D«fb£#*r-r*xa 

[5] T9tlcU7|«-5»-*fi^*«#*-r*E«##1 3(D DNA £!BKLTl^ 

[6] CTQFa>*a*«I«l|-rS«Bll3b<lf^5&*l|-Cfc* [5] (CiEit0>X£'J- 
[7] TSl-U#— ite^£fi&£N"'5E5l]##1 4<7> DNA *fBSUT^*ffll 

[8] [1] izE»a>»Ku^^ Ko>-r>/<— T.T=f-^ h*M-r*w=F£& 

[9] [4] 7?>M [7] I=ffigto*fclc«fcoT»&ft£«!H*^*r*'£IH^$& 

[1 o] [4] nm [7] tiEg©^^ffl^tx^ 'j-->^-r^xii s rxs 

[11] [1] IcIBS^tK'J^^ K(J)^>/^7i-X H&tf/Xte [4] 
TbM [7] lzE*©»»=«feoT»&H*«H*ff^^*^^5l<i:»*ll=*«i 

[12] [1] IciBm^TK'J^^ hW^A'-XTi-X S&tf/xri [4] 
TbM [7] |zE»a>^lcJ:or#&*i««sH(0, *T£fc*fflRK»*tt*« 
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3FGK,fcl^-IB^j<Dg#fttflEm£ftTl^„ M»l£38fflLTl^£fc. ATP. 
ADP, UTP. X.TfWPlz£'oX%mt£*iZZtrfmWl£*i* Z>0*)—-><?<r)V 

tei^x§£mLx^ztijk$ftxi^t)mfofommzM?&tzmzte^o ^mxm 
i\z\tmw&=?tfMfr>&t Lx&m<Dmm%%mmLxi^*izwmmz.if^ 

H^L^^^^ti^i&CDGPCR^Pjfl^^tts ^(DGPCRlC^L^tL&^P-^-T^ 

t lx &mof&m% *mix n y *<o*iz wi&mtf-g&ti ^mwrnmrnmon 

TO*^tr1#3efl>ia«lcfiB-RLrL^c:i:0!>^T?&y. «SRfl^i:CTGF£(DH5i 

^^i:CTGFt(7)||^l*iHit$^T^^l>o 
Hot, W^^lcfclt^gJ^W-r'fc^CTGFO^P^E-^-^FGK^S^b-r 
(4**^#63&<jim Lf=iSrMa>*PB-efc y . FGKB&*£»«rcCTGF«3B£ 



H1 1 I*. HEK293 mmz pCTGF-luc Xhfc pC0LIA2-luc UtK— 2 — 5 K£^A 
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HEK293 SflflSl^ pEF-B0S-6qi fttf pSRE-luc UtK-S-^X 5 K£I^B# 

* *t ? ^ ^ -e fc <§> o ? ^ 3? <d$Pi&(*;u 7 x ^ -if SliroffiMI £s L r 3 . 



*WIB»+T?«ffl*tt* TFGKJ (* rFGKgSftJ £s r-T *T=*=* 
hJ (*^BJ(DX>7'J-->^ffl7K , J^^5 1 K (011*1* FGK) (DgfgJStt OTfc 
fc>*> FGK »J # > KXI*T=f-* MMFGETKfcl^T. fc5¥*RJ»T?#tt"rS5S 

rCTGF^P^E—Si-^^tt^-r-Sj frSfrMJS^&l*. $#C:|S3l£;h,&*><DT* 

^¥S14<b^^-r*^3b^?flPit-^CtlcJ:y. ^iJ^-r^C^^T^^o TGij 

lis &®tet&&Lxmmto^<D*s<f-)-)\'&:mm^m=Ft LtititSGiao 

lfefe$o T^-JU^^^-^SttAWJ^jK^i:. mz.it. $fflBSl*3 cAMP 
/BJtAMST-ri>o r*X7tsU/*-if C^teffiai14Gg£lffJ l*. Mfcfc&ttL 
T»B&W'MDe/^;i/te»*MSH : ?-£: LtittS6ISIfl)t^77 £ «J-0> 
1 O-efeoT. /txXT^'J/^— if CCDStt^jt-r^GMfiM^fe^o 
-if COySmtfimMZtl&t. mx-ft, «F»3Ca 2+ ;lJ£#±#N-5o *X*U 
/*-if C5514{£iit3:GgeSt<t Lrii. Gq £3*lf ttfT-£Z> 0 

g-->^^-;ut. i»IfT^^ilx^ 'J-->^^-;u<t^* 
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$ffllfe-efc<5o [1] diBitf^'J^^K, XI* [2] lcIBS(D«<D. 

2) lE^J#^2^$£;fc,&r 5/|£IE^]lcfcl/>Ts 1 ~10H1(DT 5 ^ »A<^5fe* 
«A, »t;/*fcl*»A**LfcT5yKiB5>]$^, CTGF^Q^-*-^ 

( 3 ) £31*4* 2 75* $ *l -5 T 5 / IfeE?>J t (Dffl Htt Jb<90%J2Lt tifeSTS/il 
£5flfr€>fty. fro. CTQF^P^-^-tSttflsfS^fcjfi^-CS^'J^^K 

» 

1~101i. £F£L<l£1~7jik HI-#*L<l41-5fl0)7 5>'KA^^ ^Jt. 
&tf/:m^A£*ifcT£/i£E^]£^. fro. CTGF^n^E— St-^JSEMbT 
&ZttfT*£&7$*)'<ZfT-t : i fr#f;Ll\, 

IZMLX. #*L<l*90%BLt. <fcy»*L<[*95%I2l±, JElctf* L < l*98%& 

jKDffii5ii4^wr 5 y mmmfr&is; y . mica?* l < [*ctgf^p^-^-^ 
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tit. Clustal program (Higginst Sharp. Gene, *73#* H237-244H. 1998 
Thompson Nucleic Acid Res., H22#s H4673-4680H. 199430 &m 
iz&V 77 * )ls hVmnZftXiy&'^ * %m^xnt>*itzm (Identitie 

s) &mmtz>o iwiB©/^^-^i*J2JiTa)tfcye&«« 

Pairwise Aliment Parameters <t LT 
K tuple 1 
Gap Penalty 3 
Window 5 
Diagonals Saved 5 

^ ^--y^y—frm^ 1 )*?? Kiel*, t Mcfctt«6*»(*^**LSf£ 

EJaSfcO) FGK XI**a>**tt*<£**i*o Efcl** -t*L&<D^«RS&* 0*"ftfrfc* 
t hfi*<«m&* XI* t hJ2lH<DiftS*©F6KSL<I«0)j6*f*) XI* t 

*M*B»lcfc^"C TCJIttj (variation) £1*. m—mPWffi—^&M^ft* 

ft&mafc. fcsiM*. »»nija>*ii^aaKi^e)*i*s***i*^'*o 

t h FGK (7) t KC=felt**JM*:, XI* t hm^(7)±^E63fe(D FGK £L < 1*^0 

^nfti*. a»#-c**ttf, t hFGK»e?-a>i»BB$y (mi*\ sjuwit? 

»*.tt«lcoixTI*. ftlcBry*^^**. '&Sa<Dl5&: (Maniatis, T. £>. 
rillolecular Cloning-A Laboratory Manualj ,Cold Spring Harbor 
Laboratory, NY, 1 982 «) l=« -^tilt 5:t A<RT«lt? 

$j*.[*\ t hFGKma^^^SIB^O'lffg^^lcLTJi^^^^-rT-XI*^ 
n-:?£l£f+U fJiB^7-<v-XI*^P-^<ts lttit«4» [0!l*.l*\ "S 
?Lttttl (0fl;il*\ t K T^X, 9? K * Xtt'f *) ] &&a>tttt 

smRNA^L<l*mRNAli^s cDNA 5* ^ 'J-% Xli77-i?7-f^ 
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fcaast^\ i^ii h»j 3 izmmo^mi^x y > ctgf^p^e— *-*stefc 

4#P#l^#ll£j^3§& (site-specif ic mutagenesis;Mark, D. F. €>, 

Pr oc. Nat I. Acad. Sci. USA, 81, 5662-5666, 1984) lc*9 % aSKO)it€^$Bl»L. 

0>] 3 \zUM(DJ5mz& y % CTGF -£SteflrT 5 C £ £ftBf § z <t lc 

»i=j:9iii«-*;:i:a«-t?**. <fey***:wic(*, '&m-?%mfox[zr*mm&m 

.j-->^-;uffl7Ky K0««#^*ifc*<rF-t?JMu ^s**a 
s»(D»*»i;«i»ic-«w[cffl^e,*is*aci=«fcy. -?-tf>J£*«^stfia& 
n^wkumm-t z> z t iz * y ssm-r * c t # . 

^£Etf#-r&:5&l*. tt(c|EJ6*j|i<5t,(DT?[*#l^ flflxtf* fchFGK£IHS£ 
&ttffi»£&&DNA£m>6Z<t#-e£&o ftfcs filrST 5 a K 

>^ffl^Jg^#J«LT^5il^oT^-r^ d (Crantham. R. 

€>, Nucleic Acids Res. , 9, r43-r74, 1981) „ 

MitLtcDNAifjt^^t-'i.C < !:l^ckyiZ#-r^C<i:*^#§t. fc&LM*. t 
h FGK 0>jig*1ilA*#f *«lliaX(4««f=**^* cDNA ^ 
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— t£Stt£j£ (PCR) m (Saiki.R.K. £>, Science, 239,487-491, 
1988) m%-?Z>Z.t%V$Z>o frffi©t HFGK(DjS^tl6***f *lfflJ!& 

7 «Y -7— tz ? h t L T I*. BB^J#-^ 3ti$ *l §mSiB?iJ *> ft * * 'J =f 5? £ 

(hplc) . £L<i*it#n£. xttc*t&<Dia*i**i=«ky, x7u-- 

■T^^lcl*. T?#£/£lftt»fcRnSfl;ai ($J;U£. CHAPS. Triton X-100. XI* 
LAGXt°h-7/. ^+)-tXfv>-^^ . X(*m 
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^<»: * h p > e>B»E5>J-e3UI6 Lfc«#*<fc<& (Hayashi, M. K. X.XS 
Haga. T. , J. B i ochem. , 1 20, 1 232-1 238, 1 996) „ 

(2) mfomw^-kfemmxv i )--><fv-)\s 

1 ) t h FGK £5§SIL-tl^3iJfe-efc<£>s W*±%t&lM*<? 1 )—-><?V—)U ; 

;£&ffl£;lx&^<&$k£ifek $Jx.(£s *ll§MXI£i#a (Saccharomyces 
cerevisiae) % fc&lMi. £t*Da>tt§HQi!&« ffilxl*. W*£K ! IMJ!& (0>J*.l£, 
CH0*ffllfe. HEK293«, X(± COS «B&) XliMMBS ($J*.l£. Sf 9 ») 

(Gluzman,Y..Cell f 23, 175-182, 1981) , -— X • /vA*£ — SPIMtt 

(CHO) OS?t KPStH^5f^5»— (Urlaub.G.Rtf Chasin.LA., 
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Proc. Nat I. Acad. Sci. USA. 77. 421 6-4220. 1980) s fc hfl&yeWBlda* HEK293 
fc&lM*. iliriEHEK293«lCX -T > ■ A-^^)VX0EB N A - 1 MB 
^#ALfc 293-EBNA$fflfla K>lfhai?i>tt) £3$lf 

E^^tLti^-t^t^o mnm^^-o>mt{.xits sv 

4 OtD&Jffi^n^— pSV2dhfr(Subramani,S. 

£>,Mol. Cell. Biol.. 1.854-864, 1981). t ^Ili^^P^-^-^tS 

pEF-BOS (M i zush i ma, S. St* Nagata.S., Nucleic Acids Res. , 18, 5322, 1990) „ 

J: y i±«t LT COS SfflJfe^ffllN&Ji^lcli, !6i^$-tL 

r, sv4oit^^^^L, cos$Hfl&ic*5^r^#ii5ii^Rr^fcys $s¥ 

^□^—^—^ iK^$|$g^>f-^;u. &tfRNAx^^x^££^;i7cfc(D£ffl^ 

SZt^t'i PME18S (Maruyama, K. 7k.X$ 

Takebe, Y. . Med. I mmuno I . . 20. 27-32. 1 990) s pEF-BOS (M i zush i ma. S. St/ 

Nagata.S.. Nucleic Acids Res. . 18. 5322. 1990) „ XI* 

pCDM8(Seed, B. , Nature. 329. 840-842. 1987)5 £3* If & £ 

mUft&^Z— It. DEAE-tMtX h^>& (Luthman, H. 

Magnusson. G. , Nucleic Acids Res.. 11. 1295-1308, 1983) . U>i*^vOA- 
DNA (Graham. F. L. UlTS van der Ed. A. J. , Virology. 52, 456-457. 1973) . 

^^Vlt'jTKV— (Lipofectamine;Gibco BRL*±) £ffllWc>5*£s fc& 
IM£. BSfu^UX^FUS (Neumann. E. EMB0 J. , 1. 841-845, 1982) y . - 

COS fflfl&dBl y&&1±&Z.ttfT* ! g&o 
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•J K*=i — K"f & DNA ^ttfBK"** 6418 ffitteT — i: L 

-c § neo jte^ ^^-r $j a i£ > 

pRSVneo (Sambrook, J. £>, TMolecular Cloning-A Laboratory Nlanualj .Cold 
Spr ing Harbor Laboratory, NY, 1989) X\t pSV2-neo (Southern, P. J. Jktf 
Berg, P. . J. Mol.Appl. Genet. , 1 , 327-341 , 1 982) =3 • h7>X7i^ hU 
G41 8 WttO) a P =■- £ iSlRir 6 C <>: |z J: y . 'J-- > <fV-)m 'J ^ ^5=- 

k £ a se ic^^-r -s Mmnmrnm $ « £ c <t # & . 

?t3EiM£:LT 293-EBNA *M&£m*5»&l::(** M^5"-tLt, 

x^x^-r > • /<-^;u*<Dtt»iB&£*u 293-ebna «r*g aina^flg 
i:r«ffl**t-5#«<DJft*6*3ii:jS^'Sc:tA<-T5#s. 011*1*. cos *ffljfe<z)ii 

$J;il£. RPMI-1640l§ifeXI*^'<^=ii^jE-r— 2VHR/hj&3IJ&«l 

(dmem) mo&mz^ &mzfcCT*m&ibLm cfbs) voM^^jBtti/i: 

^ffiffltS-t*^#§o 293-EBNA McDii^lcl*. ^JtettlfilJi 

(FBS) ^(Dlfil>f &tt&mu L 7c $OU^ * =J miE^—<fJ^m^m^m (DMEM) 
^P<Dt&±liilc G418 £jta*fc»tt£teffl-r<6c:fcjb<T?#S. 

»E5«jb«, E5U##1 6T-a$tL^T5y^E5iJ (Asp-Cys-G I y-Leu-Phe) "efc 
tiftlS C 35&jjS G i MGWk&'S.t LTlis 0d*.tf* (1) Gi. Xli (2) C*S(D7 
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/<-•!£ CSttffijiittGSeR (00*. tf. Gq) ©7|s7.7^>J/^— IfCJSItffiJiStt* 

CS14ffi3iSte£**-*»##y K£ Gi ©»«**«Ste£*"r*«MJ'# 
Kt©^ 7tfc§Giei^ 7^ Gqi £*rr£o 
'J— -l/W— ;Uffl7Ky^^ Kl*. Gi CDC*^(7)5y s^iJIi^b^ 

Gi t$g^-r-5o «£ot, X* 'J— -^W— iVmiR 1 )*-?* Kl*. Gi 

?\ Gqi i:*SSg-&-r^Ci:^-C^-5o 7*1 'J — —Isfy— ;Ufflr¥SlE^«l^fc 

ivc. y— =>^f»y— ;uffl7Ky<^ K£ csfcSSGi icieit^M* 

C^b<D7Ky^^ K(4«BJ!aWCfS^f S^fcA^T?**, 
fllBGqi l"Gq CSttffi&SteS^SSMfrtfy'^ 

fTlBGqi infect 3 rGi <DSSi**ftSte£**-s»#*y*^Kj I*. Gi 
K*$Slf £ C «!: A<-e#-S„ 

*fcar;/-;ucmvc\ tttt4b^«!*<*36^©x^ y-->^ffl7Ky^^ k 

(»£L<I±FGK) 0M>/<— X7rf-X h-efc<5fr§fr <S> C 

•5 o »5F±»«*a>« W <t & 3 CTGF O^nt — £ - lb* WJ--> 
-JffflTKy^^K (0i];Ll£FGK) I*. ■t*iS##ifc-C ! fcW5F±5&*aiX^ y-- 
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^Ifc-efcSo m&tfjciiis &Tiz&^&&?t£mihJ5m&7jk^-zLttf-z%& 0 x 

rab^l^X^ 'J-->^/f J^^f K (*?£L<I* 
FGK) <D-T >/<-XT^T-X h-e&-&3^53^*ttaj"r*^flsl-l*. 

2) $fflflai^icfcMt-scAMPa<D^iji^ji^i:LT. x* ■;-=.> <rm#v 

K L < li FGK) Iz^-r^-O/^-XTrf-X h-efe-S^S^^illt-^^ 
& 0r#;h>*K cAMPM^ai^) 

3) GTPrS^#^^fiJffl-r^X<7U-^>^ffl7KU^^K L < (* FGK) 
l:Stt5^>^-X7i-X K-efc5»^ltait^^ UsTF. GTPrS^ 

wwmm^mz. mmt lt, ( i ) *)-->vv-)\,m^) 

g^^K^^JF^^T-fe^GMeW^^^ (01* li* Gqi) «k£#$6SLTL* 
>£lcfclvC-<>/*-X7=f=X ht?fe-5^S^^tB-r^ii^l^l*. Ca 2+ M^ai 
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mmM5utmmmz#m crfc*>*u «3exi*«a) ca 2+ ^j£a>^bi*, 

Mz.\£* ±)l>i'OA%££%k&%Um f u r a 2X1* f I u o 3«) £ 

c t ic£ y „ m&kic: ca 2+ ;ij£a>^b£##rir h z. t *r*#So 

Ca 2+ M^mffl««t^^^<!:^^M$-&7tli^[3, Ga 2+ M^afflWWO) 

* L < I* FGK) iztt-tZ* >/<-X7=f-X hT'fcS fcflJ&T* Z fctfT?**,, 

n>hP-;Ui:LTs 'J-->^^-;Uffl7KU^^5 1 K«t Gqi 
MLt^§ Ca 2+ M^I±lffl$BI^(7>^t>y 1^. X? 'J -=>^)/-;UJS/-K'J '<:??• 
K##i^a$;^^TfcS>t\ Lj^*>. Gqi LTl^zi > h P-;Uffl«, 

y MiBp > h p-;uffl«eflsxi*«riB?i±aiflfiF'3fl!> ca 2+ ;]ij£#M4> l&inc <t $n 

LTGi £^(D£3M£fflir3<Dr[*fc<, Gqi £teffl-T3<DT% cAMP M-Cttft 
<> Ca 2+ ;mm£^ff^3C£lCcfcy^>/*-XT=f-X HT*fc5frSfr0>&m£ 
»Hrr<6 a*. cAMPjfijglcJt^ Ca 2 Hjt(Z>;£^ .tyfilo 

saica st-r * c t * & o 

2) cAMP£!&tb:&& 

*»Ko>cAiiPs«a^as-ei*, y-->^y-;uffl$fflfla^cAMPM^tbffl 
dna zttmM^ $ -T-m±m&&temmm-?& z t \z& y s camp imttuM 
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■rz>m&iz\* % cmpmtk&mmfetumt&Mtzmmzits arts camp smtu 

tt.W) zmi^x. mmm~cmP)&m(Dmt$:ftffi-?&zt : b-e&z>L. 
it, cmp^mzmhLTmwmtfmmztizmtt ;uv7i7~t?o> 
m&=Fo±.%i\~cmpm { gmm ccre> ^al^hs^] ou^^^-t^ 
zt\z&y. nn^i: camp rn.rn.omt z^m? z>zt*,vtz>o 

camp m&&mmj&tum<ki$y>>t zmmz-tttzm^iz* camp mm&mmfoto 
<DcAMPiim^±^-rtii^ wimmit-smts fgkic&it^ >/<-x7=r=x 

;Uffl7K'J^^ Kfc Gi ££#£3tLTl^<& cAMPM&ffiJMIfe^ftfryuis X 
£=rrfcLV friB^^b^tllcJ; yiUIB«^(D cAMP ;1J£#±J^L&1^ £ 

x. fcrnmo mx.\£o.2ug <d) m&mmzvtzm'&izte^xumbGW&Wi 
ittcm^umit^ zfemz i*m& t jt*a l x camp si£#±iMf3 

3) GTPrS^S^HJ^ 

6$fflJ&£ffll/»T, GTPrS$S£& (Lazareno, S. JSlU 

Birdsai I, N.J. M. , Br. J. Pharmacol. , 109, 1120-1127, 1993) £*«fflLT. FGK izft 

-r 3>r>/<-xTzr-* t*xtoz>fr^fr : £tiim-?z>zbtfX'£%o u--> 
jfy—)\,m# , j'<7? F&mM?&^ttf%\*ftx^ttf&(Dmfo5Liz : z<»mv& 
**jbi*s*\ m i)-->#y-frm#v<zr? K£n- k-t§ dna **t?» 
&*v$-x*m£mm&w*%.nmir&z tiz&y s gtp r s m^m^^mmom 

'J-n>^^-;Uffl7K'J^^ K£-£t?«BJ!S0t£* 20mmol/L- 
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HEPES (pH 7. 4) J OOinmo I /L-NaC 1 , 1 0mmo I /L-MgC 1 2% RXS 50mmo I /L-GDP T? „ 

3 5 S -elfli £ titz GTP r S (400pmo I A) £ JE^-T & o RBMb£tt*rtET £ ISHb^ 

4 ;U$ & GTP r S <Di&St5S14*»tt:i/>^ U- v 3 O -^T* 
MM-?** tttift^tt#«ETI=telt*1#JI«I35:flTPrS*S*a)iftT*lfi«tc. FGK 

^TH**(D*f1s£frfcl\ «ttBK»4b^«a#«TI=teU"C GTPrS^AMSTL 

<ctgf §&&&to&?&mn&*9 *)--><f?&jjm> 

lei*. CTGF iH£^-<D Zfn =E-$ -m®%m l^tz — T v -tz -f 

T*#3o Btlc±5liL7tcfeaic. CTGF^W^3^blcfc^TTGF- i 8(DT3S[C'|4g-r 

-5 zt^$*itt^ 0 #5sbj3# t> it&&o>mmm z ic^-r^ a i= fgk 

lzt$lf&MmW&}tm7LZ>*iZ> CTGF (DZfn^-' £-£S14<lb-f Jltti U 
MIC. FGK a>/*51±Bi**jS«l= CTGF %%t&mil?ZmR&X* &13 

*mBMo ctgf mmzmu-r % > ifom.**'? x ) t^icu^ 

— * — fltfe^fifcft-rSE^J**! 3 <Z> DNA (CTGF ^P^E-* — ) £«SLTl* 

^at'ffl^§«iLr, (i) ^^U-->^-;uffl7H'J^3f5 1 Ki:, ( 
i i ) CTGF ? P ^ — S — «« i: jftg- £ *tfc Utf- $ — Mitt t%&mmLXl*Z>im 
ffi. {\>XT. CTGF^P^E— Z-M&itimmtetm-tZ) £&mir&z.±WV£&o 
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UTK-^-ii^T^-tr^ (eawe,s $mm=f-m&&. #±*±> 1993^) 1*. u 
£?n'j3£-r set -e*acr * - 1 tf-c # s . brm** -£Stt*b-r*i 

ffl l^Ti b?K— £ -jHe^T ^ -tz 'T (C J: y . CTGF 0>3SHflM|SI::*fr SKKflsfcfcl© 

6^a£*t3*&&lB$>Jfri=>&<5 CTGF ^P^E— $i-M^«i:i!fe-&^^l7i: ruTtf— £ 
— aUc^F-J lis -mzmi^*fo&&<DV&fo[£%lzm , M£*ite^tf. ^Mftl/ll^ 

^□7A7i-3- ;UT-l2^;Uh^>X3/x^-4fit{5^- (CAT) . *£;u£i3fc 

©;^7i7- tfjte^ due) % ^^^^(om^ntftm&MMB^- (gfp) « 

□ >ha-il/t LTCTGF ^P^E— §»— M^tilffl«<7>^t>yi^, 'J — — 
-yVV—^m^) Uf- Ftfm&ZtiXteZ-f. LA s ti CTGF ^P^E-^-MUS 
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#1 0 umT<D%aW%. »£L<I*IC50#1 /iMOTO^ff £s lElc^ L < I* 

zttfvz&o & y »* l < tt^js«ij7a>*frT'cra«rc*itef* 

BElzftH Lfccfc ? C\ GTGF tffff&UHfcUlfcU-C TGF-j8 (DT^lcteg-f&lT-'f 
trt^ £ y „ CTGF ^^J&SllKDtJ^W^fe^c: t 
■*t£t>% CTGF (D^iJ^9JW§^mi*W^±^m«i:^§C(t3{)^$tLr^'So 

37-5r>7;^7 2lr^a-^ h (C0LIA2) ^P=E-$-f Sltftt^ d £ £M 

ttiL-ct^s. z*iz><D%am~&*ii£. x*y— -xfm^'j^y^- k (»*l< 

(* FGK) >/^-X7i-7 hXI* FGK SteMFlCcfc y CTGF 0#£Ijt£#P 

aa-t*Lg(**. »^F*»«*a>x^ y— u-->^y-;u<h its 

h'JT;U- ^r5X h'J — (Terrett, N. K. Tetrahedron, 51. 8135-8137, 19 
95) izk^xmbfttzit-gMm. featM*. (Felici, 
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F. b, J. Mol. Biol. , 222, 301-310, 1991) fc££Jfcffl LtM$tifc7>^A ■ * 
«aifcUr^ffl35:«3H*X^y-=.>^SZfc35<T?#*o KIT, **W<DX^ 

y-->^j£s 

(2) x^y-->^7i«y^^K (»*l<i*fgk) <D%imm&nmt 

(3) C0LIA2 ^P ; E-^-^JfflUX^y-->^ffl7Ky^^K (#*L< 
(1) X^y-->^ffl?Ky^^K (£f £ L < f* FGK) a>£H£K<b£}m& 

-r y— 

y-^Xff-S^ (KIT. Ca 2+ MX<7y-^V^^«t^-r§) ; 

"J— =>^f**as cAMP^X^'J— =:>^*ttfc»-r*) ; at/ 

3) GTPrS^^^fiJffl-r^'fv/^-xT^r-x y— 

(£TF, GTPrS^MX^y— ->^*^<!:^^) 

D ca 2+ Mx^ y— -xf^m 
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IC50#1 O^lllSlTflDttKSs »*L<(* IC50A<1 juMJ2lT©«lit*. Mlc*?* 
L<l*IC50*<O. 1 jiMJSTFOttlK** << >M*-XT=f-X K t LT£ft?S - 
fc#-C#5o *§£W<D Ca 2+ MX<? '*—*7 3 -X h£X£ 

>j-->w-i:^J:y> »^f&*ni: l-c*jh£1m**'* y— 

2) oAMPSX^U— =.>^3* 

*«eiia> camp mxt y -->y^(±s *»eo> camp m&mj5mz& y , -r 

So 

/i MBIT) ©KUMb**** ^>^-X7^-7. 

3) GTPrS^MX^7 i)—-><?J5& 

h*a«w*xa*«?iRy* »i=i3E**i«t© , ettft^. 
^>/^7i-xnt miriBQTPrsfs^attm^iSicfcit*, swnb^«B 
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lc £ GTP r S IS^aMST <7 U > ^ff & C £ # § . 

(2) X*y-->?ffl7KU'<^K (*?£L<(* FGK) J5teM*JB«fcL 

r ctgf mm&mmir&m% : &*<7 
ctgf nm&wmir&tyiM&*<? u— -><f?&jjm. -rtc^^s 

(CUTH-^-itfiT^ftft-r* CTGF ^□^-^Lt^SX^'J-^V 

MV # & o £ it I^H»J3X(*HSl5#iJ7 lcfB»<DT y-tr-f l=K8Mt^*B Sit 
jQ-rSClfclCfey, sMt«3XI**H5«7O)*#T-ClC60^1 onmT<D®m&. 
#f;L<l*IC50j&t1 juMmT0)^M^> SU=»*L<I4IC50A<0. 1 //MJSlTCDtt 

(3) C0LIA2^P=E-$-**JfflLX^g-->^ffl^U^^K (»* L < (* 
FGK) ©Stefcfls^ftfcfc-rSX^'J— 

fflTK'J^^K (£F£L<I*FGK) IS. tftilJHfclf^miM^^U- 

FGKA^ C0LIA2<D:?P^-$-£S14te^&C,h£Ji.aJU C0LIA2 ?P^E-$- 
*«JBL FGKJSttfcfctlMlfc-r*;** «J-=><f*J**5tltLfc„ FGK (DJStt 

Ra*s^f>if hp-ctta-rss©— 3t ltj*it0>colia2 ^p^e- $»— £M 

L f= L/tK— * — T ^ -b-T ffl # 3 o 

*mW<D C0LIA2 :?P^-*-£*JfflLX*y-=>?ffl*K , J'*:79 i K (»* 
L<l* FGK) (Dfe'&mt&mmtir&XV >)---><fl3mts $*- 
JtW*fiH*f* C0LIA2 z?n : E-$-&§£WiLX^&x<? >J — -><fy— 
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& \Z l\X CTGF 7 □ -0>fr*> y KCOL I A2? □ =E-$ - I* § C t \Z & y 

^.iin«B«iJ3iziHma)T ^ -fe-r *#izsawb^«i$ifl»i-r* - 1 \z * y % ^wj3 

(O^TTHC50^10iuMKJLT(7)^K^, L < telC50#1 /iMKJLTO^St^s H 
L < (* 1 050^0. 1 juM&TO>i$lSt£s LT^ffl^f^lS«t LT 

y — —><fv— jvmtf 1 )'*-??- K©-r>/<— xt=t-x h [^j^.^, dna. 

*fc, W^^ffl^M^#I^n n n ®^<7)5i^^lcfe^T. (1) (i)C5fc 
A— If G j£14<SJi'l4GgSa(7)7txX7txy/<— if C SttfiUiJStt**f*«B 

JKt. KKfc^*Dfc£1«tt*1*<6xfi. St/(ii)fliIIB«Wlcfc(t^X^y-- 

icb7K-£-ma^£&&-f -sis^m-^i 3x1*14© dna £fjB«L*ci*sx$ 

( i i ) MIB^fflflSlc if £ U/tf — £ — j£f££?I'l5£-f & £ *frfc t V & 
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XWttmmnxmidney i nternationa 1.2002*^ 1161 p. 1 684-1 695fEil 

©uu o^et^u^x*, l < i«©*j*i=«fc yas-c**. £ y m^wiciimT 

^lCcfey5t^-C#§o £I14ICR7^XIZ^> h/^Hf^f— ;u (50mg/kg) £ 
0JmL/10g<D$»cTJg|^£#(i.p.) LT^'T'So £flg$P£#JliBU £M 
^4-0JB*lc-C-ttm-CttftL. ^<DF B l£^»rU ■£(D&^l§8SG£8t£"f & - <t 
lc <fc y UU0-7 ^ x £#STT -5 - £ # * o UUO v O x £ □ > h □ — ;u# <t RMs 

^>Ifi^t<^fe$^§) ) tSCti^tS. -$Bfr£RNA£WffiLs 
$&mk<D-?—±>-&B=F m?Ll£. CTGFs p^->f >XI*:7 7>f :?n**^>& 
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£f=> mm&COmmit. mz-lX. mm^Xm Pharmacological Research, 2003 
47 ^.p. 243-252 IBi£a> 5/6 Wti^ y h=b t < li^^Slc^ y mmx% 

'So 

-S^^-efc-So <fcy*ftlftlc[;mT<D:£&(c£y?£fgT:#6o 9Hi^(D Wistar 
rat £^>K/l>Hf$— JU (50mg/kg) [CT^rt^#(i. P. ) LTfftlN-£o £Ifi 
6&£tt)IBU £W<D 2/3 £ttttiU 1 ©£»£firlV 5/6 WfiSttiW^ 

^;u^y h£ftS^3c£7b<ai3fc3o 5/6 WffithWT-£=ET)^ v h£=i > h 

£ ($];U£5/6 W$ffiW^:£^;Ufti£(D2^^b 1 B 1 HKD^) o 

&isi-<!:i^ i&K<Dmj£&&tfmmm*-v%m^mmmm&mmtoiz m 

fit. JUt<7 ls7 , ¥->ti:iz<omm&MmL. fW^^Utiil^ibfet* 
mtfV'ty? K0M>A— X"7=f-X h DNA. gSSt (fctftXteJa 

m^m^^o * j -jizm ex. ^*it> ommtizm^m h>*i&mmm±tm 
zti&mfo. mwftu z.xf/x.\z : £<»m<DWii]m : £m^x, iintitLtii 
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<^4,-oO)5FJ£14^IR^K WfUi* ft** T>-h-;u s ^KOi, ttkttA 
«B(4* ^tt&#$mmtt<Dj3s3jn£ik #J*.l£, ?i?R#k ttttffi* 

ftp©fcfc©&i*ttiiMSil4* ft»»k fcf&m* MMM. J/Py^l, 

JSWfcDSJnau fcla.14, SflffL 1fi*». zZmftL 

>>/U=i-;k ttftti(tt*.i4« *'J-^tt). T;u3-;i/«(«*tfs x*y- 
ftfcflL flttflJ. Mfc^U »»£L<l4»#ttBM!k XI4R&fS3Jfc££^t?C 
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t, 1BU:o#$j0.1~100mg. *?£L<l*0.1~50mg-T*fc6 o #«PJ5t5-©»£* 
aS^Ja>p-ei4s 1BC:o#0.01~50mg. L < 1*0. 01~10mg-efc£ o 



KIT [zmmm ic «t y *isip§ £ parr & *i§ e itmmmm iz & ^ x rr£ £ ti 

34,<DT:i*&l^o ftlzWVtfUl^&lt. 'jk$0<Dl5&i (Maniatis, T. at 

al. TMolecular Cloning-A Laboratory Manualj .Cold Spring Harbor 
Laboratory, NY, 1982^1) lzft^xmm*If&V&& 0 

■fiffi.<Dum j &*v \*&mi^z>m$izitifiM&oi%^iz'&^TmM^mx* 

fe5o 

*»W0) FGK £=3— K1"-S#S cDNA li, t KWii cDNA p>t-;/£*±) * 
f>^U-htLt PCR |ZJ:y^»Lfco MB^JS^- 3 t?^*^^- 'J =f*2 

$'J/^^7-f7-i: Ltffll^fc (**l-F*UD 5' ^ftalcli Xbal siteWJnL 
Tfe-S) o PCRteDNA/KU*^— tf (Pyrobest DNA Polymerase ; ±m&1±) £ 
mi\ 5% DMS0#£T-e 98°C(30#)/55°C (30 #) /72°C (2 #) <D+M £ 
30 0^yilL7to ^(Diem. 1.0 kbp <D DNA mft&WltiStllZ* -^Bfttt^ 
Xbal -eigflsLfcaL pEF-BOS-dhfr ^7X5 K (Mizushima, S. and Nagata, S. 
(1990) Nucleic Acids Res., 18, 5322) £JBUT <7 o— -><fLtc 0 mBLtc 
^7X5 K£ pEF-BOS-dhfr-FGK t%tt\ftz 0 mZtitct P->a>*I&Ic*l]£i> 
•T^i/^ — 5*— ABI377 DNA Sequencer (TZf'yJ K/*-<:*-*>x 



WO 2004/033687 




T/JP2003/012967 



33 



mmmtmm&o*- ?>y— 9^><fy^-A (orf) ^otl^ 0 orf^ 

&^iBI3*l5T3/KE$!l (330 TS^i) £E$1J## 2 Ic^fo 
(Uli 2) t h^^lli^H?- (CTGF) ^P^E-S-^ffil^U* 0 -*-^ 

t h CTGF S.7jt h C0LIA2 SWcD^n*— ««a>i8fflf=|*, t h^ifiiS 
&<DfSA DNA (Human Genomic DNA ; ? P > J f^<7?±) £HM DNA Icffll^fco 
CTGF ^P^E— ^-««<DJ«ttlz[47 + 7- K^-TT-t LT, IB*iJ## 5 T«a 
$ *i ^JfiSE^Jfrio 35: -5 ^-'J=f K£ttfflU "J A— X^tW^— t L 

7t colia2 zfnzE—st—mmoMmizit?*?- t it, e^js-ji- 7 

<hLT, E$»S§-8 ■ca**t***E5U3^6*:«^- , J=r^^U^K*ffifflLfc. 
PCR 14 DNA 7K'J*7— If (Pfu turbo DNA Polymerase ; X h7^^->tt) $ 
fflt\ 94° C (2 94° C (30 *M /58° C (30 &) ) /72° C (2 #) <D 

■*>(<7Jl<& 35 miyiELfco CTGF :?n^--*--a>»&l*8i 1.2kbp. 

C0LIA2 ^P^E-* — cDl§#f45fo 0.4kbp (D DNA BrJtA<iiMS$Jh.fc, *-G>&&84f 
&**1%7#n— X^UfZTtflttL* Xtf^rt^A (QIAquick Gel 
Extraction Kit;JF7y>1±) l=T«ML LTSJt PCR £fro 

feoCTGF ^P^-^-^^liilifctt^^^-K^-rT-tL-Cs E8I&3- 9 
T?»*ifc5«fc*E$»Jfr&fc<53j-y =f*$ K£ttfflU U /<— X^-f 
<hLT> E8I«# 10 ^m^tL-S^aE^iJ^^^^Tl-y^^U^^ K^ftfflL 
fc.*fc C0LIA2 :?P^E-$ — «i«©J|MIlzl47*- , 7— K^-TT— <h LT S E9J 
##11 T?«**t**»EW^&*«^-y=r^^b^K$«fflL, U 

E3I## 12 ■e«**L*tt[»EW^&«:'&*y=r5C^lx^K 

Ztem^tzotun^ix^tuoiitr?- K^-rv— <&5' ^izi* Kpni estts^j. 

*fc'J/^^7«<7-(05' 5fei»lctt Bglll B»E5lJA<#»LrfcSo PCR 14 
DNA tKU^^— -if (Pfu turbo DNA Polymerase; Xh7^i?->tt) 
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94° C (2#) (Dm. 94° C (30 /58° C (30 ®) ) /72° C (2 #) <7)-*M 0 
;u£ 30 @«yjBLfco 1 VoTtfn-T.'fJMzTftML. X 

e>*7A (QIAquick Gel Extraction Kit;*7>f >*±) l=-C*l»fes Kpnl &7J 
Bglll ICTJBflsU K ( If yfcS?- y*"^ 

*-2;*SM'>*tt) I-tf A n — ~ Lfc Q f#£ftfc<!7P-><Dl«IB 
5IJI±i?-r^-^F*>^ — 5*— £ — ar-*y ABI3700 DNA Sequencer (7:7^ -f K/< 
'ftVXfAXt) ■CflWrU BEfcP CTGF ^n^E— £ — IB^IJ (GenBank accession 
No. AL354866) X l* C0LIA2 3f □ * — £ — 13 *IJ (GenBank accession No. 
AF004877) tS&Ltz? -t L7c 0 ISLt 1= «fc y » €> ftfc b*°- 

$-^5 Ktt-etL^tlt h CTGF ^P^E- $»— <D-1129bp fr&+24bp (K9J« 
13) , Xlifc h C0LIA2 ^P^E— $t— (D-337bp b+22bp(IB$iJ#-5§- 14) £;U*> 
?x^— tfJt{5^-a>±3SEIC^-efey, •t-^tt pCTGF-luc,pC0LIA2-luc <fctfr£ 
Lfc. 

(HJS^J 3) CTGF ^P^E-^-^tj: C0LIA2 ^P^E-^-bTH-^-T^-tr-T^ 
FGKSgAI:: J: 

24 ^x;U^U— h (24-well plate; 7+f £t<7 J V^TJtt) Ic HEK293 fffljfe 

(atcc <kyA¥)* io%^fl&isifli^Ay ^;u^^=i^jE-r-^s^^J§*& 

(DMEIDKTI ^x;ufcfcy 1x10 5 $fflB&-C*JMLT 37°CT* 24 RfrlHttSgL 1 
Jl/fefcy 0. 1//g(DU/K— £ — ^7^5 KS.7JSitT- 0. 5jug <Z>fc h FGK 

K<DIt 0. 6 // g ^ h^VX^x<j7i/3>|$^ (FuGENE6; ^-<J >*-Pyi 

tt) *fflL^r»#a>^s**l=«e^jte : ?■«A*ff•^fc. ^fctto^i^fcy 

<Z>#Aitfc^*l* 1 ^x;Ufc/=ytr 0.6/ig i^^^lc^^xs K^££- 
(pcDNA3.1 ; hP^x>tt)$*P^.TIS^Lt=oFGK pcDNA3. 1 K>? 

$-<7^£lx7K— ^-^7X5 Kt*l=»JMS*Lfc«Ufi*3> HP— JUi: Lfco 
itfc^A 24 B#P H micJS±fe^^L. *B!l&$tt$$ 1 Ox^fcfcy 100 I Jn*. 
TjtfifLtco 50jw I lc;Ui/7xU>SM^ 100/il **DATJEJC*-&fca. 

;i/5/ * — (ML3000;^^y^7f^ h'J-X*±) lCT;IiJ^L7boP> h 
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1 \Z7jkir 0 FGK (Df&SLlz&V CTGF Zf n=E— $—JkXS C0LIA2 Z?n=E-$ -(Dftte. 
^b^lSS^tLfco^fe^cDJS^blcfclt^ FGK cDffl*&#14£SIII£*ifco&±a> 
**Nf>. FGK (i CTGF Tbtf I 1!=3 7-^><DHI$iitS Z ttfW Z>frlzt£-otc 0 

*Tv-b<<$ t &mm-?z>zkiz&i>). ctgf ftm&vmt -**ji;fttfw*£fc* 

K(*> Conk I in, B. R. «=><D2j$£ (Nature, 363, 274-276, 1993) GqOCmtttfia 
0)57?yi (Glu-Tyr-Asn-Leu-Val ; IE*iJ#-5§- 15 -ea£ft&T 5 ^ MB9U) 
G i CD C *4ffi1|iJCD 575/i (Asp-Cys-G I y-Leu-Phe ; IB*iJ#-^ 1 6 "C^ £ *t 3 T 5 

y»BB5U) tmftLrwasLfcae^- (&t. Gqi itfc^it^-f &) 

5 KpEF-BOS-dhfr Iz^p-z^LtMUfco iiLfc^XS Kf*. ^ 
7.5 K pEF-BOS-Gqi ttiHZ Ltz a 

MzfottitZJjf&k LTlis £f 24 ^x;U^U-h (24-well plate ; 7ftf 
i?y^7Xtt) lz HEK293 3tt(ATCC <fcyA^)£ 10%4^JJElfil7&A y SOU** n 
^iE-r— ^;U«/Ni:^i$it!l(DMEM)lzT 1 OxJUfcfcy 1x10 5 «T*J§«LT 24 B# 

fmteS&s i^x;ufofcy 0. 05// g co;u*> 7i7- -tf Jte : fa>±aElcjfli»J6«?iB 
^iJ^SALtcUTK— £ — ^77 5 K pSRE-luc (PathDetect™ SRE cis-Report ing 
System ;Xh75" >*±) s 0. 05 fi g (O pEF-BOS-Gq i RXSMMV 0. 5 n g CD t K 
FGK flli^^XS Kit 0.6 jug £ h7>X7i^'>3 (FuGENE6 ; «J > 

#-P vxft) ^ffl^Tit^SA^frofcoFGK £^£-f pcDNA3. 1 K<7$-c7> 
— ^775 K&tf pEF-BOS-Gqi t*lc»HISiftLt=«llia$=i > K P 

— jut Ltco ^<omwRis^7H—^-^n.(Dm^\tmi^m3iz^'otz 0 ^>hn 
izTjx-fo fgk o&mz&y i^tk— ^-stta>±#3& < «**tLfc 0 *fc j e-a>si4^bic 

fc(-t& FGK (Dffl«fe#*m^^^fcom±CD*^P>, ^T^-bl'^lC^oT FGK 
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mmm 4 i^i^tiiLfc fgk jstt«<b£»«£-r*x* u-->y^$ffli> 

96 ^x;U3?b-h (96-well plate ; T^tf ^^^7^tt) le HEK293 
(ATCC <fcyA¥)£ 10%^B&l^JfQ>f Ay ^^^^n^jE-f — VfrWi'^'MMi&ti&l 
(DMEM)ICT 1 ^xJUfcfcy 1x10 4 «-efiiaL-C 37°Cl^r 24 B#F^«Lf= 0 1 ^ 
xjUfofcy 0.01 jug 0b^-5!-^7X5 K pSRE-luc (H«IJ 4) % 0.03 jug (D 
pEF-BOS-Gq i 0. 02// g <D t h FGK fllJ^^X 5 Kit 0. 06 ju g $ h ^ >X7 x 
<7is3>Um (FuGENE6 ; ^-'J >15— n*>x*t) ^ffl^Tm^T^A^ftofc. 
^A^ 37°CICT 6 B$M&&Lf::&* BSMbftftO) ^;U*JU*^> 
$I;I^30//M,10juM,3juM,1juM,0.3juM XI* 0. 1 /*M £££J:?l::jSJjnU Mlc 
37°C|CT 24 »§iLfco -tCDttUTH— $»-S14*ai3iL. KISMbSttlfCj:* 
50%J£tt»*!IM (IC50) **3eLfc.ib^tt«iaic»-rSa> hn-;u«h LT, 

{&(D^St/U7K--$i-JS1t(Diij^l*||ife^J 4 ictfcoTtoFGK £3S63R*1*fc|IIII&f:: 
fc^r FGKS14^HS-r^>tlH (IC5O7bnO/iMmT0^)M) £ FGK (7M 

mmm 6) fgk stt*ia#-r *«bki= j= * ctgf mmmwmta 

12 ^x;i^U— h (12-well plate ; T-y-t^^y^^X^t) let KjfifeM 
©±Jft*OftJ&*«fla (RPTEC ; TlJ-fc^y ^7^tt) ^W±MHSfflJi5i^±fe 
C?Uy H REGM ; fc-r* ^ ^*tt> CT1 ^xJUfcfey 2x10 5 $ffljfe 

T-lffflLfco 37°ClcT 24 B#fWJ§^&. HWi 5 (CTfffciaiHb^ (FGK 5£t££ 
RMrr<6««. ?"fc;b*>FGK-f://*-X7:J-XM $*&ftgft< 10juM bteZ 
«HzJS«llcaiJPL. Mlc 37°CICT 24 B*fflJMLfc, *<Dfc*BI!ia£lHlJ|RU h- 
RNA ^Xtfi/TD^A (RNeasy Mini Kit;*T^>*±) \zxmMLtz 0 1.5/ug 
(7) I — £ RNA & itlE^Sp^ (PowerScript Rrverse Transcriptase ; BD 
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Biosciences *±) £m^T5£fK¥J5J&£m\ cDNA £#fc 0 ^tihy&mmt LT. 
PRISM7700 Sequence Detector (PERK IN ELMER *±) &mi*tz 'J T)\*$ << A PCR j£ 

icj: y s ctgf &t;/\^x*-tf ^ifiwtw^ytw^ft k=u vMfc 

(1*TF G3PDH tmS-T) Lfc.PCR J£J&lc(£ SYBR Green 

PCR Master Mix (Applied Biosystems *t) ^ffll, 50° C (2 ft) . 95° C (10 
ft) <D'&, 95° C (15 m /60° G (60 #) (fllM £;u£ 40 lal^y jgLfco CTGF 

t> £t= g3pdh o&mzit&vm* 19 •e***i** | J=r^^i^*^K*7* , 7 

tr^fflLfcoPCR led; V%ioMz CTGF G3PDH <D§&$M. 

vwMzm.&mtiL rna a&t-y <d ctgf mmm.tMmLtz 0 ^tzit^mmm\z^ir 

RNA Sfcfc y CD CTGF SEKfi£ 100%fc Ltc 0 z\(DT y-tz>f led: y »€>*ifc CTGF 51 
SBfStt (fc**»*10/illl=feM-*IB»Stt) $311 I=*-r.F6K^ttlfi« 
^#lel?# Ltz^WtmMz CTGF #gg|£fflHlii|"r 6 d t tmV&T*£tzo 

mmm d fgk icd:<s> ctgf zfn^-z-mmt&mm-t&ik&woKt u-- 

HJ&0IJ3 |cfclvC«l36Lfc* FGK lc d: •§> CTGF >rn^— *-J£te*ba>*l=«fc UK 
■Mb***** *)--><fLtz 0 

96 ^x;i^U-h (96-well plate ; 7* t / ^X4±) K HEK293 $ffl|fe 
(ATCC «fcyA#)£ 10%^J!&JSJfll?tAy dOu^yafclE-f — ^;i/ft/jNj^^Jgife 
(DMEM)ICTI ^x;ufef=y 1x10 4 $fflBaT?SaLtco 37°ClCT 24 IftHttML 1 O 
x^UfcTiy 0.02jug(D pCTGF-luc (H«J2#S1) ^tf 0. 02u g <D t h FGK 
^7X5 KI+ 0.04/ig |h7VX7i^->3>^l (FuGENE6 ; ^-'J >*T-P 

i/x%t) ^ffl^rae^SA^fTofcoaiAa 37°cie-c 6 mmmm^tz^ urn. 

fcismW* ^;U*Jb** v K»» 30/i M, 10/i M, 3 jti M. 1 /i M, 0. 3# M 
Xli0.1//M t^^d:aie»L. Hlc37°Clet 24B#f B 1J$«Ltco *©«U7K- 



^^CT/JP2003/012967 

38 

*-SStt*a£U KIWb«r*l=J:* 50ISttW«a* (IC50). *ftfiLfc.flS* 

ffl 3 |cftofc,FGK CTGF ^P^E-^ -;Sl4<b^Pl^t-^^M^illRL. 

IC50AMOiiMJ2lT©*K**1 I^Lfco^T^-W &U:<fcoT CTGF J£3i£TOI 



can 







Kffi(N5 


S1B0I6 


3CHM7 


No 


Suppl ier 


Reference 
Code 




pGqi+pSRE- 

luc 
reporter 

1C50(/iM> 


watt 

©10 ju M 


pCTGF- 
luc 

IC50 
(yM) 


1 


ASINEX 


BAS 1247186 


N 2 - (4-x h+y7i- ;u) -4'-/iP;u- 

4, 5' -fcf-1 . 3-^7 7-/U-2. 2'-v7 5 
> 


6.1 


62% 


14. 1 


2 


ASINEX 


BAS 2936949 


N-(5-<7 P h*v7x-Jt.)-4- 
(2-^x - ;U) -1 . 3-^7 7— JU-2-7 5 


4.6 


72% 


16. 1 


3 


ASINEX 


BAS 0600431 


N- (4' 5=-;U-2-[ (3-/ x x;u) 
7=/]-4, 5 ? -fcf-1. 3~F7 7-JU-2' - 

*f M 7 -fe h r s k 


0.6 


79% 


2.6 


4 


MENAI 


Utl'00 LIST 
95 


N-[4-(2-tO( h V V)Vicn * 

7 x 75/1-1, 3-^7 7-;U-4- 

Y ;u)^xx;u]7-tr h7 5 K 


3.9 


65% 


3.6 


5 


ASINEX 


BAS 0600426 


N-{2-[(4-fc KP+v7x-iH75 
/ ] -4' - pC * ;u-4, 5' -tT-1 . 3-^7 7- 
M , ^iH7tK75K ^{b7k^ 


2.5 


81% 


1.8 


6 


MAYBRIDGE 


SEW 04180 


2-[({4-[4-(x S^v*i;u#x;u)- 

3, 5~v / ^ju-iH-tf^ 7-;u-W ;u] 
^ x 7^/)* ;u7ft-;u] ©as 
ft 


6.8 


35% 


3.8 


7 


MERLIN 


MS 2357 


N- [4- [2. 5-v/ ^;i/-3-( h 'J y)ls*n 

7-b^;u)-iH-tfn-;i-i-^;u]^x 
-;i/(-2-7;i/tP / <>X7 5 K 


3.1 


36% 


1.7 
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y, tot, *HBKa>x^u-=>^-;uT»fc*7K«j^^Kfe«fct;/*fcr* 

E#'J K©I«B«llRt*C t(c«fc«CTQF»iHjqi«lcat-5< ff7±M 

U Si*. jsub*!U &tx/xi«a>fl6<DSiiJn#JSffli^rai#Hb-r-&ctic«j:y % 



U5>JS 3? 'J — r^px K 

EJIISCDft^Jim L< 2 2 3 >Clt TArtificial Sequen 

cej (DWtw&nm-? ZoMtetoizit. mmnm&m^- 3, 4, 9~-i2<&@s 
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m * 0 15 m 

/XltWAZtltzTSSW.mm&'Sft. ^O, CT6F ^B^-*-tgttftt4i 

3. C£l|®7 3yiftEaifi<« IWtf 1 6tf«4*l475/iE«tfcU, Lfr 

t£ c steranttGaaRosfcXTfcy c jstt«isift** 

4. C 5fc4g<D7S>'&E$lJjb^ lB5lJ#-^-1 6 T*^£;h,&T 5 / W.mmv& y . Lfr 

tf G >S14i£aitiGgsmfl>^x^g/^-4f c 

5. Tssi=u?K-^-ae?-*«»-r*E5ij##i 3o> dna *miLrt^i»* 

ftrffittfl&JcfeJt^UTK-^-Stt^SWSf <SXS*#t?Zt*4#*tTr-6 CTGF 

6. ctgf <D#iiK^jipfij-r^!fe)K^w^^^m-cfc^ii*(D®ffl 5 izmm<Dxo 
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7. TSfctuTK— i z-&m=F&$kW-?&&mm^i 4<d dna zmm^x^ztm 

9. |f*(DlEa47bMlf*(D^ffl7lziBm0^ICcfc^T#?>^^^lM^#W-r^ 
(Dtgffl47!jMIff^(D|Bffl7[ciB«6CD^lcJ:or#^*L'S>i^lSa). 




pcDNA3. 1 . F6K0.1//g FGK0.2#g FGK0.5tfg 
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SEQUENCE LISTING 

<1 1 0> Yamanouch i Pharmaceut i ca I Co. , Ltd. 

<120> Methods for screening an agent to treat renal failure 

<130> Y0358-PCT 

<150> JP2002-298958 

<151> 2002-10-11 

<160> 20 

<170> Patent In version 3. 1 

<210> 1 

<211> 993 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 
<222> (1). . (990) 

<223> inventor: En jo, Kentaro; Kuromitsu, Sadao 



<400> 1 

atg gca tgg aat gca act tgc aaa aac tgg ctg gca gca gag get gec 48 

Met Ala Trp Asn Ala Thr Cys Lys Asn Trp Leu Ala Ala Glu Ala Ala 
15 10 15 

ctg gaa aag tac tac ctt tec att ttt tat ggg att gag ttc gtt gtg 96 

Leu Glu Lys Tyr Tyr Leu Ser He Phe Tyr Gly lie Glu Phe Val Val 
20 25 30 



gga gtc ctt gga aat acc att gtt gtt tac ggc tac ate ttc tct ctg 144 
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Gly Val Leu Gly Asn Thr Me Val Val Tyr Gly Tyr lie Phe Ser Leu 
35 40 45 

aag aac tgg aac age agt aat att tat etc ttt aac etc tct gtc tct 192 
Lys Asn Trp Asn Ser Ser Asn lie Tyr Leu Phe Asn Leu Ser Val Ser 
50 55 60 

gac tta get ttt ctg tgc acc etc ccc atg ctg ata agg agt tat gec 240 
Asp Leu Ala Phe Leu Cys Thr Leu Pro Met Leu lie Arg Ser Tyr Ala 
65 70 75 80 

aat gga aac tgg ata tat gga gac gtg etc tgc ata age aac cga tat 288 
Asn Gly Asn Trp lie Tyr Gly Asp Val Leu Cys lie Ser Asn Arg Tyr 
85 90 95 

gtg ctt cat gec aac etc tat acc age att etc ttt etc act ttt ate 336 
Val Leu His Ala Asn Leu Tyr Thr Ser lie Leu Phe Leu Thr Phe lie 
100 105 110 

age ata gat cga tac ttg ata att aag tat cct ttc cga gaa cac ctt 384 
Ser lie Asp Arg Tyr Leu He lie Lys Tyr Pro Phe Arg Glu His Leu 
115 120 125 

ctg caa aag aaa gag ttt get att tta ate tec ttg gec att tgg gtt 432 
Leu Gin Lys Lys Glu Phe Ala lie Leu lie Ser Leu Ala Me Trp Val 
130 135 140 

tta gta acc tta gag tta eta ccc ata ctt ccc ctt ata aat cct gtt 480 
Leu Val Thr Leu Glu Leu Leu Pro Me Leu Pro Leu Me Asn Pro Val 
145 150 155 160 

ata act gac aat ggc acc acc tgt aat gat ttt gca agt tct gga gac 528 
Me Thr Asp Asn Gly Thr Thr Cys Asn Asp Phe Ala Ser Ser Gly Asp 
165 170 175 

ccc aac tac aac etc att tac age atg tgt eta aca ctg ttg ggg ttc 576 
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Pro Asn Tyr Asn Leu Me Tyr Ser Met Cys Leu Thr Leu Leu Gly Phe 
180 185 190 

ctt att cct ctt ttt gtg atg tgt ttc ttt tat tac aag att get etc 624 
Leu lie Pro Leu Phe Val Met Cys Phe Phe Tyr Tyr Lys Me Ala Leu 
195 200 205 

ttc eta aag cag agg aat agg cag gtt get act get ctg ccc ctt gaa 672 
Phe Leu Lys Gin Arg Asn Arg Gin Val Ala Thr Ala Leu Pro Leu Glu 
210 215 220 

aag cct etc aac ttg gtc ate atg gca gtg gta ate ttc tct gtg ctt 720 
Lys Pro Leu Asn Leu Val Me Met Ala Val Val Me Phe Ser Val Leu 
225 230 235 240 

ttt aca ccc tat cac gtc atg egg aat gtg agg ate get tea cgc ctg 768 
Phe Thr Pro Tyr His Val Met Arg Asn Val Arg Me Ala Ser Arg Leu 
245 250 255 

ggg agt tgg aag cag tat cag tgc act cag gtc gtc ate aac tec ttt 816 
Gly Ser Trp Lys Gin Tyr Gin Cys Thr Gin Val Val Me Asn Ser Phe 
260 265 270 

tac att gtg aca egg get ttg ggc ttt ctg aac agt gtc ate aac cct 864 
Tyr I le Val Thr Arg Ala Leu Gly Phe Leu Asn Ser Val I le Asn Pro 
275 280 285 

gtc ttc tat ttt ctt ttg gga gat cac ttc agg gac atg ctg atg aat 912 
Val Phe Tyr Phe Leu Leu Gly Asp His Phe Arg Asp Met Leu Met Asn 
290 295 300 

caa ctg aga cac aac ttc aaa tec ctt aca tec ttt age aga tgg get 960 
Gin Leu Arg His Asn Phe Lys Ser Leu Thr Ser Phe Ser Arg Trp Ala 
305 310 315 320 



cat gaa etc eta ctt tea ttc aga gaa aag tga 



993 



WO 2004/033687 ^ ^CT/JP2003/012967 

4/13 

His Glu Leu Leu Leu Ser Phe Arg Glu Lys 
325 330 



<210> 2 

<211> 330 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Ala Trp Asn Ala Thr Cys Lys Asn Trp Leu Ala Ala Glu Ala Ala 
15 10 15 



Leu Glu Lys Tyr Tyr Leu Ser Me Phe Tyr Gly Me Glu Phe Val Val 
20 25 30 



Gly Val Leu Gly Asn Thr Me Val Val Tyr Gly Tyr lie Phe Ser Leu 
35 40 45 



Lys Asn Trp Asn Ser Ser Asn Me Tyr Leu Phe Asn Leu Ser Val Ser 
50 55 60 



Asp Leu Ala Phe Leu Cys Thr Leu Pro Met Leu Me Arg Ser Tyr Ala 
65 70 75 80 



Asn Gly Asn Trp lie Tyr Gly Asp Val Leu Cys Me Ser Asn Arg Tyr 
85 90 95 



Val Leu His Ala Asn Leu Tyr Thr Ser Me Leu Phe Leu Thr Phe Me 
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100 105 110 



Ser lie Asp Arg Tyr Leu lie Me Lys Tyr Pro Phe Arg Glu His Leu 
115 120 125 



Leu Gin Lys Lys Glu Phe Ala lie Leu He Ser Leu Ala lie Trp Val 
130 135 140 



Leu Val Thr Leu Glu Leu Leu Pro lie Leu Pro Leu lie Asn Pro Val 
145 150 155 160 



I le Thr Asp Asn Gly Thr Thr Cys Asn Asp Phe Ala Ser Ser Gly Asp 
165 170 175 



Pro Asn Tyr Asn Leu Me Tyr Ser Met Cys Leu Thr Leu Leu Gly Phe 
180 185 190 



Leu Me Pro Leu Phe Val Met Cys Phe Phe Tyr Tyr Lys I le Ala Leu 
195 200 205 



Phe Leu Lys Gin Arg Asn Arg Gin Val Ala Thr Ala Leu Pro Leu Glu 
210 215 220 



Lys Pro Leu Asn Leu Val I le Met Ala Val Val I le Phe Ser Val Leu 
225 230 235 240 



Phe Thr Pro Tyr His Val Met Arg Asn Val Arg Me Ala Ser Arg Leu 
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245 250 255 



Gly Ser Trp Lys Gin Tyr Gin Gys Thr Gin Val Val He Asn Ser Phe 
260 265 270 



Tyr lie Val Thr Arg Ala Leu Gly Phe Leu Asn Ser Val lie Asn Pro 
275 280 285 



Val Phe Tyr Phe Leu Leu Gly Asp His Phe Arg Asp Met Leu Met Asn 
290 295 300 



Gin Leu Arg His Asn Phe Lys Ser Leu Thr Ser Phe Ser Arg Trp Ala 
305 310 315 320 



His Glu Leu Leu Leu Ser Phe Arg Glu Lys 
325 330 



<210> 3 

<211> 29 

<212> DNA 

<213> Artificial 

<220> 

<223> Desctiption of Artificial Sequence: an artificially systhesized 

primer sequence 



<400> 3 

ggtctagaat ggcatggaat gcaacttgc 



29 
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<210> 4 
<211> 32 
<212> DNA 
<213> Artificial 

<220> 

<223> Desctiption of Artificial Sequence: an artificially systhesized 

primer sequence 

<400> 4 

ggtctagatt atcacttttc tctgaatgaa ag 32 



<210> 5 

<211> 19 

<212> DNA 

<213> Homo sapiens 

<400> 5 

tcaggctgca tgttccttg 19 



<210> 6 

<211> 19 

<212> DNA 

<213> Homo sapiens 

<400> 6 

tcctctcagc ggggaagag 19 



<210> 7 

<211> 21 

<212> DNA 

<213> Homo sapiens 
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<400> 7 

gacgtgtccc atagtgtttc c 21 



<210> 8 

<211> 18 

<212> DNA 

<213> Homo sapiens 

<400> 8 

tcctgctgcc gtggtgct 



<210> 9 

<211> 27 

<212> DNA 

<213> Artificial 

<220> 

<223> Desct i pt i on of Art i f i c i a I Sequence : an artificially systhes i zed 

primer sequence 

<400> 9 

ggggtacctc aggctgcatg ttccttg 27 



<210> 10 

<211> 28 

<212> DNA 

<213> Artificial 



<220> 

<223> Desct ipt ion of Artificial Sequence: an artificially systhes i zed 

primer sequence 



<400> 10 
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ggaagatctt cctctcagcg gggaagag 28 



<210> 11 

<211> 29 

<212> DNA 

<213> Artificial 

<220> 

<223> Desctiption of Artificial Sequence: an artificially systhesized 

primer sequence 

<400> 11 

ggggtaccga cgtgtcccat agtgtttcc 29 



<210> 12 

<211> 27 

<212> DNA 

<213> Artificial 

<220> 

<223> Desctiption of Artificial Sequence: an artificially systhesized 

primer sequence 

<400> 12 

ggaagatctt cctgctgccg tggtgct 27 



<210> 13 

<211> 1159 

<212> DNA 

<213> Homo sapiens 



<400> 13 

tcaggctgca tgttccttgg gtaatgagaa gtcacaatca ctattcatag atgtgtgggg 60 
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agtcactaaa aatatattat tcactgtcaa tcttagttta tatccagata caacagggta 
cactgctctt gtaatggaat cagacttctt attttaacaa gacaaaccaa atccaatcca 
catttgaaga ttataggttt taatataaga aaatgcactc atttctcaaa gaccctagtg 
aagctgtgtt taaatgctcc taggtgaacc ccctttgcat cccagtgttc ccaccctgac 
acccagagcc cctacctacc caacacagaa tcatttgctc tgatagaaca atggatccct 
ttttctggaa acattgatgg ccactcctcc cttgtccttg cctatataaa actcctacat 
atattaagag aaaactaagc aagagttttg gaaatctgcc ccaggagact gcatcctgag 
tcacacgcgt ctttgttctc tttcttgtcc caaaacogtt acctcaagtg acaaatgatc 
aaatctcaaa tatagaattc agggttttac aggtaggcat cttgaggatt tcaaatggtt 
aaaagcaact cactcctttt ctactctttg gagagtttca agagcctata gcctctaaaa 
cgcaaatcat tgctaagggt tgggggggag aaaccttttc gaatttttta ggaattcctg 
ctgtttgcct cttcagctac ctacttccta aaaaggatgt atgtcagtgg acagaacagg 
gcaaacttat tcgaaaaaga aataagaaat aattgccagt gtgtttataa atgatatgaa 
tcaggagtgg tgcgaagagg atagggaaaa aaaaattcta tttggtgctg gaaatactgc 
gctttttttt ttcctttttt tttttttctg tgagctggag tgtgccagct ttttcagacg 
gaggaatgct gagtgtcaag gggtcaggat caatccggtg tgagttgatg aggcaggaag 
gtggggagga atgcgaggaa tgtccotgtt tgtgtaggac tccattcagc tcattggcga 
gccgcggccg cccggagcgt ataaaagcct cgggccgccc gccccaaact cacacaacaa 



120 
180 
240 
300 
360 
420 
480 
540 
600 
660 
720 
780 
840 
900 
960 
1020 
1080 
1140 
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ctcttccccg ctgagagga 



<210> 14 

<211> 355 

<212> DNA 

<213> Homo sapiens 

<400> 14 

gacgtgtccc atagtgtttc caaacttgga aagggcgggg gagggcggga ggatgcggag 
ggcggaggta tgcagacaac gagtcagagt ttccccttga aagcctcaaa agtgtccacg 
tcctcaaaaa gaatggaacc aatttaagaa gccagccccg tggccacgtc ccttccccca 
ttcgctccct cctctgcgcc cccgcaggct cctcccagct gtggctgccc gggcccccag 
ccccagccct cccattggtg gaggcccttt tggaggcacc ctagggccag ggaaactttt 
gccgtataaa tagggcagat ccgggcttta ttattttagc accacggcag cagga 



<210> 15 

<211> 5 

<212> PRT 

<213> Homo sapiens 

<400> 15 

Glu Tyr Asn Leu Val 



1159 



60 
120 
180 
240 
300 
355 



5 



<210> 16 
<211> 5 
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<212> PRT 

<213> Homo sapiens 



<400> 16 



Asp Cys Gly Leu Phe 
1 5 



<210> 17 

<211> 19 

<212> DNA 

<213> Homo sapiens 

<400> 17 

taccaatgac aacgcctcc 19 

<210> 18 

<211> 20 

<212> DNA 

<213> Homo sapiens 



<400> 18 

atgtcttcat gctggtgcag 



20 



<210> 19 
<211> 18 
<212> DNA 



<213> Homo sapiens 



<400> 19 

gggaaggtga aggtcgga 



18 
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<210> 20 

<211> 17 

<212> DNA 

<213> Homo sapiens 

<400> 20 

gcagccctgg tgaccag 
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